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NMR(CDCI 3 );2.82-2.89(4H,m),3.79-3 85(4H m) 4 79f2H 
s),7.22-7.29(1 H,m),7.34-7.41 (2H,m),8.05-8.H (2H,m). . 


3 

• 


4 N 


NMR(CDCI 3 );1 .89-1 .95(4H,m),2.97-3.04(4H,m),4.69(2H, 
s),7 .1 7-7.25(1 H,m),7.31-7.34(2H ) m),7.94-7.99(2H,m). 


4 


Me.N 
2 )-\ 


NMR(CDCI 3 ); 1 .79-1 .94(1 H,m),2.52-2. 15(1 H,m),2.24(6H, 
s) > 2.81-2.90(1H,m).2.91-2.99MH m) 3 04-3 mU7 

6(2H,s),7.22(1H,tt l J=1.3Hz,7.1Hz),7.31-7.38(2H,m),7.93- 
7.97(2H,m). 


D 




NMR(CDCI 3 );1. 47-1. 53(2H,m),1. 66-1. 74(4H,m),2.79(4H 
t,J=5.3H2),4.74(2H,s),7.23(1 H.tt, J=1 .3Hz,7.3Hz),7.32-7. 
39(2H,m),8.09-8.14(2H,m). 
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Me :.N^.. 


NMR(CDCI 3 );2.35(3H,s),2.56(4H,t,J=4.7Hz) 
2.90(4H,t,J=4.7Hz),4.82(2H s) 7 24(1 H tt J=1 3Hz 7 
z) I 7.33-7.40(2H,m),8.07-8.12(2H,m). 
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NMR(DMSO-d 6 );1 :49-1 .63(2H,m), 1 .76-1 .87(2H,m),2.57- 
2.59(2H,m),2.84-2.92(2H;m),3.54-3.65(1H,m) l 4.69(1H,d, 

=4.0Hz) l 6.75(2H,s),7.1 6-7.23(1 H,m),7.30-7:37(2H,m) ( 8.0 
3-8.09(2H,m) 
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NMR(DMSO-d 6 );1 .10-1 .26(1 H,m),1 .52-1 .65(1 H,m),1 .68^ 
1 .79(1 H,m), 1 .80-1 .92(1 H,m),2.21 -2.29(1 H,m),2.32-2.43 
(1 H,m),2.79-2.89(1 H,m),2.94-3.02(1 H,m),3.59-3.70(1 H, 

m) I 4.80(1H I d,J=4.4Hz),6.77(2H,s) l 7.16-7.24(1H,m) > 7.29- 
7.37(2H,m),8.03-8.08(2H,m). 
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EtOjjCv^v, 
k^ 


NMR(CDCI 3 );1 .28(3H,t,J=7.0Hz),1 .83-2.22(4H,m),2.31- 
2.42(1H,m),2.56(2H l dt,J=3.1H2,11.9Hz),3.15(2H,dt l J=3. 
1H2,11.9Hz),4.16(2H,q,J=7.0H2),4.76(2H,s),7.24(1H,tt,J 
=2.0Hz,7.3Hz),7.33-7.40(2H,m),8.05-8.10(2H,m). 


1.0 


Et0 2 C'~ N ^ 


MS;332. 
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H 2 NOC^' N ^ 


NMR(CDCI 3 );1 .75-1 .91 (4H,m),2.51 -2.60(1 H,m),2.84-2.9 

H,brs),7.26(1 H.tt, J=1 .3Hz,6.4Hz),7.33-7.40(2H,m),7.82- 
7.88(2H,m). 
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i ^. 


ELNOCT^-'- ^- . 


NMR(CDCI 3 );1.06(3H,t > J=7.0Hz),1.14(3H,t l J=7.0Hz),1.6 
4-1.88(5H,m),2.48-2.58(1H,m),2.79-2.90(1H,m),3.04-3.3 
8(6H l m) l 4.95(2H,s),7.19-7.27(1H,m) I 7.32-7.40(2H,m) > 8, 
04-8.11 (2H,m). 


,13 


E SrV '■ 

k^k . 


MS;289. 
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14 
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NMR(CDCI 3 );0.92(3H,t,J=7.3Hz) l 1.46-1.59(2H I m),2.30- 
2.46(2H,m),2.58(4H,t,J=4.7Hz),2.91(4H,t,J=4.7Hz),4.77 
(2H,s),7.24(1 H.tt, J=2.0Hz,6. 1 Hz),7.33-7.39(2H,m),8.07- 
8.12(2H,m). 
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k.N v 


NMR(CDCI 3 );1 .66-1 .77(2H,m),1 .82-1 .94(2H,m),2.00-2.11 
(2H,m),2.42-2.52(4H I m),2.74-2.86(1H,m) l 2.91(4H,t,J=5. 
0Hz) l 4.77(2H,s),7.20-7.27(1H I m) l 7.32-7.40(2H,m) > 8.06- 
8.12(2H,m). 
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k^*k 


MS;343. 


17 




NMR(DMSO-d 6 );2.86-2.94(4H I m) ) 3.26-3.31(4H,m),6.80- 
6.85(2H,m) l 6.95-7.01(2H l m),7.18-7.27(2H,m),7.31-7.39 
(2H,m),8.07-8.14(2H,m). 
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NMR(CDCI 3 );2.59(4H,t,J=4.7Hz) > 
4.77(2H,s),7.20-7.39(8H,m),8.02-8.13(2H,m). 
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NMR(CDCI 3 );2.61 -2.67(6H,m),2.88-2.96(4H,m),3.36(3H 
s),3.53(2H,t, J=5.5Hz),4.80(2H l s),7.24(1 H,tt,J=2.0Hz,7.4 
Hz),7:32-7.40(2H,m) I 8.06-8.12(2H,m). 


20 

• 




NMR(CDCI 3 );2.70-2.76(4H,m) 1 2.87(2H,t,J=5.7Hz),2.90- 
2.95(4H,m),4. 1 3(2H,t, J=5.7Hz),4.81 (2H,s),6.89-6.98(3H 
m),7.21-7.40(5H I m),8.07-8.13(2H,m). ' | 


21 

* 1 ' J t 

i 




NMR(CDCI 3 );1.68-1.87(9H,m),2.49-2.65(6H,m),3:12-3 2 

1(2H ) m) ) 4.81(2H,s) l 7.22(1H,tt,J=1.3Hz I 8.9Hz),7.29-7.36 
(2H,m),8.08-8.14(2H,m). . 

i J 
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20 ' 



(f3). 

R 


■V 

I />-NH, 

-N . ■ • ' 

i 

1 t 
1 

/ • " • ■ * ' • ' '. 


Rex 




Data 


1 

25 




MS;355. 

i 

i 

i 

t 


26 


Cl ^ 

N 


MS; 356. 

» 

* 


i 

27 


., Ok 


• 

1 


.,..28 

* 




MS;356. 


29, 


Ok 


MS;278. 

' • "... 

• . .. . i ' 


30 


k^*k 


MS;321. 


31 


k^Nk 

■ 


MS;335. 


32 




MS;347. 

* 


33 


o-O. 


MS;375. 
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(*4) 



O 



N v-s 

T '>-NH. 



21 



Rex 


R 


" 1 Data H 


34 


XT 


NMR(DMSO-d 6 );1. 45-1. .54(2H,m),1 .62-1 .74(4H,m),2.72 

(4H f t > J=5.1Hz) l 6.90(2H,s) f 7.97(2H l dd > J=1.5H2 l 4.6Hz),8. 
53(2H,dd,J=1.5Hz,4.6H2). 


35 

■ 


: or 

N 


NMR(DMSO-d 6 );1. 44-1. 54(2H,m),1. 59-1 .68(4H,m) 2 71 

(4H,t,J=5.3H2),6.88(2H > s),7.38(1H,dd,J=4.8H2,8.1H2j l 8. 
35(1 H,dt,J=1 .8H2.8.1 H Z ),8.39(1 H,dd,J=1 .8Hz,2.7Hz),9.1 
9(1H,d,J=2.7H2). 


36 




NMR(CDCI 3 ); 1 .49-1 .58(2H,m), 1 .66-1 .76(4H,m),2.82(4H 

t,J=5.3H2),4.83(2H l s),7.63-7.74(2H,m),8.27-8.32(1H,m) > ' 
8.66-8.71 (1H,m). ' 



(*5> 



a 



'>-NH. 



Rex 



37 



38 



39 



R 






Data 



NMR(DMSO-d 6 );1 .1 1-1 .26(5H,m), 1 .52-1 .61(1 H,m), 1 .69- 

1.82(4H,m),2.20-2.31(1H,m),2.27-2.60(4H,m),2.66-2.74 
(4H,m),6.71 (2H,d, J=8.6H2),7.87(2H,d, J=8.6H Z ),9.36(1 H 

s )- 



NMR(DMSO-d 6 );1 . 11 -1 .26(5H,m), 1 .62-1 .62(1 H,m), 1 .69- 
1 .83(4H,m).2.20-2.31 (1 H,m),2.60-2.66(4H,m),2.69-2.76 

(4H,m),6.58-6.63(1 H,m),7. 11 (1 H,t, J=7.7H2),7.50-7.57(2 

H, m),9.20(1H,s). 

NMR(DMSO-d 6 ); 1 .05-1 .27(5H,m), 1 .52-1 .62(1 H,m),1 .68- 

I . 82(4H,m),2.20-2.31 (1 H,m),2.58-2.66(4H,m) 1 2.68-2.76 
(4H ) m),6.81(2H > s),7.17(2H,t I J=9.0H2),8.06-8.14(2H,m). 
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22 



Q 



p. 



Rex 


R 


Data 


41 




MS;361. 


42 




MS;357. 

< 

t 


43 


Cl xr 


MS;377. 


44 




FAB-MS(M) + ;372. 

i 


45 


XX ■ 

Et0 2 C^^ 


MS;415. i • • •• ••• ' 


46 




MS;357. 

♦ 

i 

• * 


47 


CI 


MS;377. 


48 


gr 

Br 


MS;421,423. 


49 


gr 

OMe 


MS;373. 


50 




F 


MS;379. 


51 


F 


MS;379. 
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23 



a 



flf '>-NH, 



>• N 



Rex 


R 


Data 


52 , 




MS;379. 


53 


J? 

CI 


MS;411. 

* 

• 


• 

54 


, CI 


MS|395. ' 

t 

1 



1 



3,5- v^. h $r is^M^Wt 570 mg, THF 10 nil 



x — ^ ,/^a'©DMF 

» 

# fefL7c:a^(c:##^J 2 620 m g> fc° y 10 ml tf>^&7k 

^TMTtfco M»c#ta^ i6I^Kat#Lfe 0 S»iffi®St^n^ 

7A^Yf^7-fHC#U -^f-^-EtOAc (3 : 1) T?®&Ltc 0 *<D 
®tH^UJ±^^ nbtltcmm* EtOAc 10 ml fcJBWU 4M illl— EtOAc 

7-fe> - MJ /^J; 9 ^j&fl U 641 mg © 3,5- h 3r ^-N-(5-^/l-* ]) /U 

^-NMRCDMSO-de) : 5 2.87-2.95 (4H 3 m), 3.75-3.78 (4H,m), 3.83 (6H,s), 6.74 
(lH,t,J=1.9Hz), 7.28-7.32 (3H,m), 7.44 (2H,t,J=7.8Hz), 8.13-8.18 (2H,m), 12 50 



WO 02/062775 PCT/JP02/00755 

* 

> 24 ' 

■ 

(lH,brs). • . 

FAB-MS(M+H) + : 425. 

M (°C) : 169-172. ' ' ■ ' 

* 1 

##$]3 9<Dit£m 1.60 g, THF30ml^», 2-7< y^^^>-^680 
mg, WSC-HCl 1.02 g gjfitCT 4 0 PeSHf # Ufc 0 SJ«^t&?P^7.kf?f 

7A^nvF^77,^ : ^=¥f->--EtOAc=5 : 1~2 : 1) MTfjtM, 

EtOAc 20 ml-EtOH 25 ml (DM^B^M U 4M EtOAc ^ 

» 2.22 ml APx Utb < Lfc#, #rtti«$lt®, 822 mg <D N-[5-(4-i/^ O 

1 H-NMR(DMSO-de) : 5 1.09-1.18 (lH,m), 1.21-136 (2H,m), 1.41-1.54 (2H,m), 

1 

\ 

1.58-1.69 (lH,m), 1.80-1.89 (2H,m), 2.14-2.25 (2H,m), 3.16-3.40 (7H,m), 3.48-3.57 
(2H,m), 3.93 (3H,s), 7.28 (2H,t,J=9.3Hz), 7.45 (lH,s), 7.56 (lH,dd,J=1.4Hz,5.4Hz), 
8.12-8.19 (2H,m), 8.37 (lH,d,J=5.4Hz), 11.15 (lH,brs), 12.86 (lH,brs). 

FAB-MS(M+H) + : 496. 

MM (°C) : 263-266. 

3 9 <Dit^ 360 mg, DMF 10 ml ¥&W.\Z-. 3-^ p n-4-t Kn ^riX^S# 
m 345 mg, WSC-HCl 383 mg, 1-t Ko^ri/^/ f y 7^ 270 mg, 4-(v > 
^^T^ /)t°y >>V244mg £3JD;i, 90 °C£-C#mL4 BP^^L 

tc 0 fcfomZ^jsL, 7k*Mz-tc^ EtOAc ^Tjf&HjL, :t$SJf £, tK, 3S?P 



WO 02/062775 PCT/JP02/00755 



25 

* 

»?^dv YJf 77 ^- (»lttt:^^^EtOAc=5.: 1-1 : 1) (CT 
»«,.£©t>to£BtOAcl5iiilfc»tf'U 0.1 M iftk-EtOAc »»Sr 1.6"mlJP*. 
U£ £> '< #f ' 57 mg © 3-? n d-N-[5-(4-v^ n^df-^v 

i 

^-NMRCDMSO-de) : 6 1.09-1.50 (5H,m), 1.59-1.69 (lH,m), 1.81-1.91 (2H,m), 
2.09-2.19 (2H,m), 3.08-3.44 (7H,m), 3.52-3.60 (2H,m), 7.09 (lH,d,Jr8.3Hzj, 7.27 

• * ■ 

. (2H,t ? J=8.8Hz), 7.94 (lH,dd,J=8.3Hz,1.9Hz), 8.11-8.21 (3H,m), 9.85 (lH,brs), 11.16 
(llj,s),. 12-45 (lH,s). . ' 

■ 

FAB-MS(M+H) + : 515. 

tt/ft (°C) : 270-272(decomposed). 

4 ' 



I t 



mm 7(D\\&m 330 m g> EtOH 5 ml v THF 5 ml fcJ&T IM'tK 

i 

h V *.Mc*Jft 0.80ml tr^DxfCo 0 Wil#b7c 0 's/SJRj 



.^^^«7A^nv h^77^(C#U >nn^A-MeOH (9 
9 :1) T?J*ajLfc„' *©*fl&*^T*»U #e>nfc»S*BtOH*^H 
L> 52 mg <Z) l-{2-[(3,5-v^ h *iy<l/^<< ;V)T ^ /H-7x^f7/>- 

'H-NMRCDMSO-dc) : 5 1.69-1.82 (2H,m), 1.90-1.99 (2H,m), 2.37-2.46 (lH,m), 
2.67-2.76 (2H,m), 3.09-3.17 (2H,m), 3.83 (6H,s), 6.73 (lH,t,J=2.0Hz), 7.25-7.31 

(3H,m), 7.44 (2H,t,J=7.3Hz), 7.13 (2H,dJ=7.3Hz), 12.40 (lH 3 brs). 
FAB-MS(M+H) + : 468. 



WO 02/062775 PCT/JP02/00755 

26 ' 

mmm 5 ■ • . 

i. • * . . * 

3 8 <Di\&ta 300 mg> MeOH 10 ml <0«Fttfc % ?K^T 1M *BMb-*- h 

■ 

p 

^7 7^HC#U ^^rf-V-EtOAc (1 : 1) T*^ttSLfc 0 -£.©igfct||f|S£«JE- 

♦ 

• T&jHIU #£>*Lfc^?£&EtOAc 10 mll^ilv mi£4M ^-EtOAc ^ 
0.41 mlAD*.^i&K:T3 Bf ^!l#Lfc 0 ^fcBLfc^ B B B ^«Lj44mgON-[5-(4- 
o ^df>;i/ i?y-M ;v>4-7 x=/i/f 7 />-2->f ;V]-4-fc: 

'HrNMR(DMSO-d 6 ) : 8 0.61-1.18 (lH,m), 1.21-1.33 (2H,m) s 1.40-1.53 (2H,m), . 
1.59-K67 (lH,m), 1.81-1.89 (2H,m),. 2.15-2.23 (2H,m), 3.17-3.38 (7H,m), 3.49-3.57 
(2H,m), 6.89 (2H,d,J=88Hz), 7.31 (lH,t,J=7.8Hz), 7.45 (2H,t,J=7.8Hz), 8.01 
(2H,d,J=8.8Hz), 8.12 (2H,dJ=7.8Hz), 11.03 (lH,brs), 12.28 (lH,brs). 

FAB-MS(M+H) + : 463. 

UT, ±&MMW l t Otitic VX$t 6-^8 {cfc-tMtiffl 7~36© 

3 7-3 9 <Dfc&m*± ±|BHJfeM 4 £ ft&K: Up* 6 6 

Ex : £JfeM#* 

R, Ar : -^t©ttil (Ac : 7*fe^7l>) 
salt :7!) — # ; HC1 : 

* 

mp : iM (°C) 
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OMe 



OMe 



Ex 


R 

(Salt) , 


i 

1 ' ^ p"^^»*. ■ _ . 

Data 

1 i 


6 

» 




1 NMR(DMSO-d 6 ); 1 .54-1 .59(1 H,m), 1.61-1 .73(1 H,m), 1 .7 
4-1 .85(1 ■H,m);1:. 87-2.00(1 H,m),2.61-2.72(2H l m) > 2.84(1 
H,t,J=9.8H2),2.94-3.04(1H,m),3.19-3.26(1H,m),3.84(6 

H S) 6 74f 1H O 7 "iOfiLl m\ 1 /1*3/1LJ 4. l_-7 nil 1 n 

i u. ih{ in,i>),i .zo-f oZ(oH,mjy.4o(2n,t,J=7.3Hz),8. 

12(2H,d,J=7.3Hz),12.43(1H,brs). 

MS;468. 


7 




NMR(DMSO-d 6 );1.06(3H,t,J=7.3H2), 1,70-1 .83(2H,m),1 
.89-2.01(2H l m) I 2.74(2H ) t,J=9.3Hz),3.10-3.18(2H,m),3. 
28-3.31 (1 H,m),3.83(6H,s) ) 4. 1 2(2H,q,J=7. 3Hz), 6.73(1 H 

,s),7.25-7.31(3H,m) l 7:44(2H,t,J=7.4Hz) I 8.12(2H,d l J=7. 
4Hz),1 2.46(1 H,s). 

MS;496. , 


8 


• 

Et0 2 C^- N < ' 

• i 

1 


NMR(DMSO-d 6 );1.14(3H l t l J=6.8Hz),1.56-1.72(2H,m),1 
.75-1 .84(1 H,m), ;l .85-1 .96(1 H,m),2.67-2.82(2H,m),2.88 7 

3.01 (2H,m),3.1 7-3.24(1 H,m),3.84(6H,s),4.15(2H >q ,J=6. 

8Hz),6.74(1H,s) I 7.26-7.32(3H,m) l 7.41(2H,t I J=7.9Hz) I 8. 
10(2H,d I J=7.9Hz),1 2.48(1 H,s). • 
MS;496. , 


9 


(HCI) 


NMR(DMSO-d 6 );1.82-1.89(4H,m),2.73-3.40(4H l m),3.8 

3(6H,s),6.70-6.78(1 H,m),7.23-7.50(5H,m),7.73-8.01 (2 
H.mXI^aH.brs). ' 

MS;410. 


10 


Me,N 1 
(HCI) 

• 


NMR(DMSO-d 6 );2.24-2.38(2H,m) 1 2.72(3H,d,J=4.4Hz), 

2.77(3H,d,J=4.4Hz),3.04-3.14(1H ) m),3.21-3.36(2H,m)3 

.46-3.53(1 H,m),3.84(6H,s) > 3.96-4.05(1H,m),6.74(1H,s), 

7.27-7.34(3H I m),7.44(2H,t 1 J=7.4Hz),7.95(2H 1 d,J=7.4H 
z),12.51(1H,brs). 

MS;453. 


11 


ex 

(HCI) 


NMR(DMSO-d 6 );1.50-1.58(2H,m) l 1.64-1.71(4H l m),2 8 

7(4H,t l J=4.9Hz),3.83(6H ) s),6.73(1H,t ) J=2.0Hz),7.24-7. 

30(3H,m),7.43(2H,t,J=7.8Hz) l 8.15(2H,d,J=7.8Hz) l 12.4 
4(1H,brs). 

MS;424. 


12 


(HCI) 


NMR(DMSO-d 6 );2.83(3H l d I J=4.9Hz),3.16-3.35(6H,m) I 

3.41-3.52(2H,m),3.84(6H,s) l 6.75(1H,t,J=2.4Hz) l 7.28-7. 

35(3H,m),7.46(2H,t,J=7.3Hz),8.14(2H l d,J=7.3Hz) I 11.3 
7(1H,brs),12.60(1H,brs). 

MS;439. 
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(»6«t) ■ ' 1 ' 
K s^S H OMe 

OMe 



Ex 


R 
(Salt) 


Data 

• 


13 


* 

(HCI) 


NMR(DMSO-d 6 ); 1 .54-1 .66(2H,m), 1 .83-1 .92(2H,m),2.7 

0-2.78(2H ) m),3.04-3.14(2H,m),3.63-3.70(1H,m) l 3.83(6 

H s) 6.73(1 H,s),7 25-7.31 (3H,m) 7 43(2H,t,J=7 8Hz),8. 

14(2H,d,J=7.8Hz) ) 12.44(1H,brs). 

MS;440. 


14 


HoO- 
(HCI) 


NMR(DMSO-d 6 );1.21-1.31(1H,m),1.56-1.68(1H,m),1.7 
1-1 .83(1 H,m), 1 .85-1 .95(1 H,m),2.40-2:48(1 H,m),2.55-2. 
62(1 H,m),2.95-3.23(1H,m),3.10-3.1 8(1 H,m),3.64-3.73( 
1Hm)3 83(6H s) 6 74(1 H s) 7 26-7 32(3H m) 7 43(2H 
t,J=7.8Hz),8.13(2H,d,j=7.8Hz) I 12.45(1H,brs). 
MS;440. 


10 


t ' 

(HCI) 

i 


NMR(DMSO-d 6 ); 1 .41-1 .52(1 H,m),1 .60-1 .72(1 H,m), 1 .7 
4-1 .82(1 H,m),1 .86-1 .95(1 H,m),2.52-2.63(2H,m),2.69-2. 
76(1 H m) 3 03-3 1 0(1 H m) 3 14<3 22(1 H m) 3 83(6H s) 
,6.47(2H,brs),6.73(1 H,t,J=2.5Hz) l 7.26-7.31 (3H,m),7.43 
(2H,t,J=7.3Hz),8:i2(2H,d,J=7.3Hz),12.47(1H,brS). 
MS;467; 


no 


Ft NOC^^^ 

r 

(HCI) 


NMR(DMSO-d6);0.95(3H,t ) J=6.8Hz),1.07(3H,t,J=6.8Hz 
),1.43-1.57(1H,m),1.73-1.84(3H,m),2.60-2.72(2H,m),2. 
86-2 95(1H m) 2 99-3.06(1 H.mV3 11-3.39(5H m) 3.83( 
6H,s),6.73(1 H,t, J=2.5Hz),7.26-7.31 (3H,m),7.44(2H,t, J= 
7.3Hz),8.15(2H,d,J=7.3Hz),1 2.47(1 H.brs). 
MS;523. 


17 


k^N v 

(HCI) 


NMR(DMSO-d 6 );1.30(3H > t,J=6.8Hz),3.16-3.34(8H,m),3 
.51-3.60(2H,m),3.84(6H,s),6.75(1 H,t, J=1 .9Hz),7.24-7.3 
6(3H,m),7.46(2H,t l J=7.8Hz) I 8.13(2H,d I J=7.8Hz),11.00( 
1H,brs),1 2.60(1 H.brs). 
MS;453. 


18 


nPr^ 
(HCI) 


NMR(DMSO-d 6 );0.94(3H,t,J=7.3Hz),1 .71-1 .83(2H,m),3 
.05-3. 13(2H,m),3.1 3-3.31 (6H,m),3.52-3.58(2H,m),3.84( 
6H,s),6.75(1 H,t, J=1 9Hz),7.24-7.36(3H,m),7.45(2H,t I J= 
7.8Hz),8.13(2H,d,J=7.8Hz),11.25(1H,brs) > 12.59(1H ) brs 

)• 

MS.467. 


19 


k^Nk 
(HCI) 


NMR(DMSO-d 6 );1.66-1.82(2H > m),2.13-2.22(2H,m),2.4 

1-2.49(2H,m),3.01-3.13(2H,m),3.20-3.30(4H,m),3.39-3. 

44(2H,m),3.74-3.80(1H,m),3.83(6H > s),7.30(1H l t l J=2.4 

Hz) I 7.29-7.35(3H,m),7.47(2H I t I J=7.8Hz) l 8.12(2H,d,J=7 

.8Hz),11.65(1H,brs),12.59(1H l brs). 

MS;479. 
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OMe ' 

-I 1 , 


Ex 

1 


R 

(Salt) 


• — i — . ■ , 

1 1 ' 

Data ' . . 


20 


(HCI) 


NMR(DMSO-d 6 );1.06-1.18(1H,m) l 1.21-1.34(2H,m),1.4 

1-1.53(2H,m),1.59-1.67(1H,m),1.81-1.90(2H,m),2.16-2. 

24(2H,m),3.17-3.41(7H l m),3.50-3.59(2H,m) > 3.83(6H I s) 

,6.75(1 H,t, J=1 .9Hz),7.27-7.35(3H,m),7.46(2H,t ) J=7.8H 

z),8.12(2H,d,J=7.8Hz),11.10(1H,brs),12.59(1H l brs). 
MS;507. 


21 


' (HCI) 


NMR(DMSO-d 6 );3.21.3.31(4H,m),3.50-3.59(4H,m),3.8 

4/6H.S) 6 75(1 H t J=1 QH?) 7 10-7 90MW 7 Oft 7 1Ai 

3H,m),7.38-7.50(6H,m),8.20(2H,d,J=7.9Hz),12.56(1H, 
brs). ' 

MS;501. 


•22 


(HCI) 


NMR(DMSO-d 6 );3.22-3.40(8H,m),3.83(6H,s),4.42(2H,d 

l J=4.4Hz),6.75(1H l t,J=2'. , 4Hz),7.27-7.36(3H,m),7.41-7. 

50(5H,m),7.66-7.72(2H.m),8.12(2H,d l J=7.3Hz),11.38(1 
H,brs),12.59(1H,brs). 

MS;515. ,' 


23 


k^ 

(HCI) 


NMR(DMSO-d 6 );3.20-3.43(11H,m),3.54-3.61(2H I m),3.7 
6-3.81 (2H,m),3.83(6H,s),6.75(1 Hit, J=1 .9Hz),7.28-7.36( 

3H,m),7.46(2H,t,J=7.8Hz),8.13(2H,d,J=7.8Hz),11.11(1 

H, brs), 1 2.59(1 H, brs). 

MS;483. 


24 


Ph0 — 
(HU) 


NMR(DMSO-d 6 );3.24-3.32(4H,m),3.39-3.50(2H,m),3.6 

2-3.7 1(4H,m),3.84(6H,s),4.49(2H,t,J=4.9Hz),6.75(1H,t > 

J=2.4Hz),6.98-7.06(3H,m),7.29-7.37(5H,m),7.46(2H,t 1 J 
=7.8Hz),8. 1 5(2H,d, J=7.8Hz), 1 1 .50(1 H.brs), 1 2..59(1 H,b 
rs). 

MS;545. 


25 


k.N v 

(HCI) 1 


NMR(DMSO-d 6 );1.83-2.05(6H,m),2.11-2.19(2H,m),2.70 
(2H,t,J=10.3Hz),3.01-3.11(2H > m),3.20-3.31(3H ) m) l 3.47 
-3.56(2H,m),3.83(6H,s),6.74(1 H.t, J=1 .9Hz),7.28-7.33(3 

H,m),7.44(2H,t,J=7.8Hz),8.13(2H,d,J=7.8Hz),11.16(1H, 
brs), 1 2.51 (1H,brs). 

MS;493. 


26 


k.N v 
(HCI) 


NMR(DMSO-d 6 ); 1 .32-1 .50(1 H,m), 1 .68-1 .76(1 H,m), 1 .7 

7-1.99(6H,m),2.06-2.25(2H,m),2.74(2H l t,J=11.2Hz) ) 2.8 
7-3.00(2H,m) I 3.22-3.36(3H,m),3.41-3.49(2H,m),3.83(6 
H,s) > 6.74(1H,t,J=2.4Hz),7.27-7.33(3H,m),7.44(2H,t,J=7 
.3Hz),8. 1 1 (2H,d, J=7.3Hz), 1 0.52(1 H.brs), 1 2.51 (1 H.brs). 
MS;507. ' 



WO 02/062775 PCT/JP02/00755 

30 ' 




OMe 



OMe 



i Ex 


R 
(Salt) 


Data 


27 


(HCI) 


NMR(DMSO-d 6 );1.60-1.74.(8H > m),3.14(4H,brs),3.87(6H 
,s),6.73(1H > s),7.24-7.32(3H,m),7.71(2H,t,J=6.8Hz),8.0 
1(2H,d,J=6.8Hz),12.39(1H,brs). 
MS;438. .' 

* 


* 

28 . 


Me-N^ fsj 

, (HCI) 


NMR(DMSO-d 6 );2.02-2.13(1H,m),2.16-2.29(1H,m),2.8 

0(3H,d,J=4.9Hz),3.19-3.35(5H,m),3.40-3.55(2H,m),3.5 

9-3.65(1 H,m),3.84(6H l s) l 6.74(1 H,t,J=2.0Hz),7.28-7.34( 

3H 1 m),7.48(2H,t,J=7.4Hz) l 8.00(2H,d,J=7.4Hz),11.37(1 

H.brsy.^.S^IH.brs). 

MS;453. 


1 

' (J^^ 7 ) 1 ' ' 

« N <H3 . 

OMe 


Ex 


R 

(Salt) 


Data 


29 


■ or 

(HCI) 


NMR(DMSO-d 6 ); 1 .56-1 .64(2H,m),1 .73-1 .81 (4H,m),3.0 

0(4H,t,J=4.9Hz),3.84(6H,s),6.76(1H,t l J=1.9Hz) l 7.29(2 

H,d > J=1.9Hz),8.47(2H,d I Ji=6.3Hz),8.88(2H,d,J=6.3Hz) l 

12.71 (1H,s). 

MS;425. 

mp;264-265(decomposed). 


30 


N 

(HCI) 


NMR(DMSO-d 6 );1. 53-1 .62(2H,m),1. 70-1. 78(4H,m),2.9 

3(4H,t,J=4.4Hz),3.84(6H I s),6.75(1H I t,J=2.0Hz) l 7.29(2 

H l d I J=2.0Hz) I 8.10(1H,dd,J=5.8Hz,8.3Hz),8.82(1H l d,J= 

5.8Hz) I 9.03(1H,d,J=8.3Hz),9.38(1H,s),12.69(1H,s). 

MS;425. 


31 


or 

(HCI) 


NMR(DMSO-d 6 );1 .54-1 .62(2H,m), 1 .71-1 .80(4H,m),3.0 
4(4H,t I J=4.9Hz),3.84(6H,s),6.77(1H,t,J=2.0Hz),7.27(2 
H,d,J=2.0Hz),7.81 (1 H,t, J=5.4Hz),8.43(1 H,d, J=8.3Hz),8 
.55(1 H,t,J=8.3Hz),8.82(lH,d,J=5.4Hz),1 2.70(1 H.brs). 
MS.425. 
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(*8) 




Ex 



32 



33 



34 



35 



36 



OMe 



OMe 



R 
(Salt) 



(HCI) 




OH 

(HCI) 




(HCI) 



(HCI) 



cc 



(HCI) 



Data 



NMR(DMSO-d 6 );1.04-1.19(1H,m),1.21-1.34(2H m) 1 4 
S;lou (2 ^ m) ' 1 58 - 1 68 < 1 H « m >' 1 - 80 - 1 89(2H M215-2 

.6.74(1 H l t I J=1.9H2),6.85(2H,d > J=8.8Hz) 7 29f2H d J=1 



NMR(DMSO-d 6 );1.05i1.19(1H,m),1.20-1.35(2Hm) 1 3" 
9-1 .54(2H,m), 1 .57-1 .68(1 H,m), 1 .80-1 .89(2H m) 2 1 5-2 

25(2H l m),3.19-3.39(7H,m),3.49-3.59(2H ) m),3.83(6H s) 

H,t J^7.8H2),7.29(2H,d, J=2.4Hz)J.54(1 H,d, J=7 8Hz) 7 
^ H ^ = 1-5H2),10.83(1H,brs),12.55(1H,brs) 



NMR(DMSO-d 6 ); 1 .09-1 . 1 8(1 H,m), 1 .20-1 .35(2H m) 1 « 
1 -1 .54(2H,m), 1 ,.58-1 .68(1 H m), 1 .80-1 .91 (2H m) 2 14-2 

fi.ilK 

MS;525. ' 

NMR(DMSO-d 6 );1.05-1.19(1H,m) l 1.20-1.38(2H m) 1 4 
1-1.54(2H,mM.57-1,68(lHm) > 1.80-1.91(2Hm)^^^ 

,6.75(1H I t I J=2.0H2),7.16(1H,dt I J=2.0H2,8.8Hz) l 7 29(2 
H ) d ) J=2.0Hz) l 7.50(1H,dd,J=8.8H2,13.1H2) 7 86 1H d J 
=13. 1 Hz), 8.01 (1 H,d,J=8.8Hz),1 1 .07(1 H^SSJih! 

MS;525. 



NMR(DMSO-d 6 );1.05-1.14(1H,m),1.16-1 30(2Hm) 1 3 

15(2H m) ,2.93-3.04(2H,m),3.12-3.22(3H m) ! 3£SSi 
2H,m) l 3.43-3.51(2H I m),3.83(6H.s),6.74(1H J=2 0Hz) 

7.4H2), 1 0.74(1 H.bns), 12.64(1 H.brs). 
MS;525. 
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(i£9) 




Ex 


Ar 
(Salt) 


Data 


37 

• 

• 


OMe 
(HCI) 


NMR(DMSO-d6);1.05-1.19(1H,m),1.23-1.35(2H,m),1.4 

1 -1 .54(2H ,m), 1 .58-1 .67(1 H,m), 1 .82-1 .92(2H,m),2. 1 8-2. 

24(2H,m) l 3.18-3.39(7H,m),3.51-3.36(2H,m) l 3.93(3H l s) 

,7.33(1 H,t,J=7.3Hz) l 7.42-7.49(3H > m) > 7.55(1H,dd I J=1 .5 

H? l 5.4Hz),8.11(2H,d,J=7.3Hz),8.37(1H,d,J=5.4Hz),11. 

03(1H,brs),12.84(1H,brs). 

MS;478. 


.38 

• 

♦ 

• \ 


1 

^~"^~ 0AC 

1 "*" 

(HCI) 


NMR;1 .07-1 . 1 9(1 H,m),1 .21 -1 .35(2H,m),1 .38-1 .54(2H, 

m),1. 58-1. 68(1 H,m),1.80-1.89(2H,m),2.15-2.23(2H,m), 

2.32(3H,s),3.17-3.37(7H,m),3.51-3.58(2h l m),7.29-7.35 

(3H > rri),7.46(2H,t,J=7.3Hz),8.12(2H,dd,J=1.5Hz I 8.3Hz), 

8.15(2H I dd,J=1.5Hz,8.3Hz),10.90(1H,s),12.62(1H,s). 

MS;505. 

mp;24'1 -244(decomposed). 


(*10) 


Ex 


R 

(Salt) 


Data 


39 

4 


pr 

OH 

(HCI) 


NMR(DMSO-d 6 );1.02-1.19(1H l m),1.20-1.35(2H I m),1.4 

1-1 .54(2H,m),1. 57-1 .68(1H,m),1. 77-1. 91 (2H,m),2.15-2. 

24(2H,m),3.20-3.38(7H ) m) 1 3.53-3.59(2H,m),3.93(3H,s) 

,6.71(1H,dd,J=1.9Hz,8.3Hz) I 7.23(1H,t,J=8.3Hz) I 7.45(1 

H,s),7.51-7.56(2H t m),7.67(1 H,brs),8.37(1 H,d, J=5.4Hz) 

,1 0.85(1 H,brs),1 2.80(1 H.brs). 

MS;494. 
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t - 

t 

No : <fb-£#>#^ ' . 

♦ 

R\ R 2 V Ar : — (cPent : n^^/K cHex : P^^-v- 

;K cHep v"^ n^y^/i^ nBu : J /WyU^/K. nHex : ,//W/W^>,k 
iPr : W y^O fcVK tBu : y T^/K Mor : yy-A-J^ pipa : 

f^o;-, K pipe: fc°^U^/K Py: fc°y v?/K di : g^Sofu 

♦ * 1 

I 

.©ft^ttffifetia&^l-. $oT^ 09;itf2-MeO-4-Pyfi2-^ h * fc° U ^ >-4- 
-Y^'Sv 3,5-diMeO-Ph fct 3,5-v^ ]* dp *> 7 a 4-cHex- 1 -pipa tt 4-v^ d 



mi i) 

R Sr s v h 



N >-Ar 

O 



No 


R 1 


R< 


Ar 


A1 


4-F-Ph 


L Mor 


3,5-diMeO-Ph 


A2 


3-Cl-Ph 


Mor 


3,5-diMeO-Ph 


A3 


3-CI-Ph 


4-cHex-l-pipa 


3,5-diMeO-Ph 


A4 


4-F-Ph 


Mor 


3,5-diF-Ph 


A5 


3-Cl-Ph 


Mor 


3,5-diF-Ph 


A6 


4-F-Ph 


4-cHex-l-pipa 


3,5-diF-Ph 


A7 


3-Cl-Ph 


4-cHex-l-pipa 


3,5-diF-Ph 


A8 


4-F-Ph 


Mor 


2-Cl-6-MeO-4-Py 


A9 


3-Cl-Ph 


Mor 


2-Cl-6-MeO-4-Py 


A10 


4-F-Ph 


4-cHex-l-pipa 


2-Cl-6-MeO-4-Py 


A11 


3-Cl-Ph 


4-cHex-l-pipa 


2-Cl-6-MeO-4-Py 


A12 


4-F-Ph 


Mor - 


2-MeO-6-Me-4-Py 


A13 


3-Cl-Ph 


Mor 


2-MeO-6-Me-4-Py 


A14 


4-F-Ph 


•4-cHex-l-pipa 


2-MeO-6-Me-4-Py 


A15 


3-CI-Ph 


4-cHex-l-pipa 


2-MeO-6-Me-4-Py 
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Nl 



34 



N ^Ar 

O 



& ft 

No 


R 


R 


Ar 


A16 


4-F-Ph 


Mor 


2 ; 6-diMeO-4-Py 


A17 


3-Cl-Ph 


Mor 


2,6-diMeO-4-Py 


A18 


4-F-Ph 


4-cHex-l-pipa 


2,6-diMeO-4-Py 


A19 


3-Cl-Ph 


4-cHex-l-pipa 


2,6-diMeO-4-Py 


A20 


4-F-Ph 


Mor 


2-MeO-4-Py 


A21 


.', 3-Cl-Ph 


Mor 


2-MeO-4-Py 


A22 


3-Cl-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A23 


4-F-Ph 


Mor 


3-F-4-HO-Ph 


A24 


3-Cl-Ph 


Mor 


3-F-4-HO-Ph 


A25 • 


4-F-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A26 


3-Cl-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A27 


4-F-Ph 


, Mor 


3-Cl-4-HO-Ph 


A28 


3-Cl-Ph 


Mor 


3-Cl-4-HO-Ph 


A29 


3-Cl-Ph . 


4-cHex-l -pipa 


, , . 3-CJ-4-HO-Ph • , ■ 


A30 


4-F-Ph , 


Mor 


3-Br-4-HO-Ph 


A31 . 


3-Cl-Ph 


Mor 


3-Br-4-HO-Ph 


A32 


4-F-Ph 


,' 4-cHex-l-pipa 


3-Br-4-HO-Ph 


A33 


3-Cl-Ph 


4-cHex-l-pipa 


3-Br r 4-HO-Ph 


A34 


4-F-Ph 


Mor 


3,5-diF-4-HO-Ph 


A35 


3-Cl-Ph 


Mor 


3,5-diF-4-HO-Ph 


A36 


4-F-Ph 


4-cHex-l-pipa 


3,5-diF-4-HO-Ph 


A37 


3-Cl-Ph 


4-cHex-l-pipa 


3,5-diF-4-HO-Ph 


A38 


4-F-Ph 


Mor * . 


3,5-diCl-4-HO-Ph 


A39 


3-Cl-Ph 


Mor 


3,5-diCl-4-HO-Ph 


A40 


4-F-Ph 


4-cHex-l-pipa 


3,5-diCl-4-HO-Ph 


A41 


3-Cl-Ph 


4-cHex-l-pipa 


3,5-diCl-4-HO-Ph 


A42 


4-F-Ph 


Mor 


4-AcO-3-F-Ph 


A43 


3-Cl-Ph 


Mor 


4-AcO-3-F-Ph 


A44 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3-F-Ph 


A45 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3-F-Ph 


A46 


4-F-Ph 


Mor 


4-AcO-3-Cl-Ph 


A47 


3-Cl-Ph 


Mor 


4-AcO-3-Cl-Ph 


A48 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3-Cl-Ph 


A49 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3-Cl-Ph 


A50 


4-F-Ph 


Mor 


4-AcO-3-Br-Ph 


A51 


3-Cl-Ph 


Mor 


4-AcO-3-Br-Ph 


A52 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3-Br-Ph 


A53 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3-Br-Ph 


A54 


4-F-Ph 


Mor 


4-AcO-3,5-diF-Ph 


A55 


3-Cl-Ph 


Mor 


4-AcO-3,5-diF-Ph 
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R V S v H 

R 1 ^N ^Ar 

' O 

. i 



No 


.R 


I ' R ' ' 


Ar 


A56 

[ I 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diF-Ph 


A57 


3-Cl-Ph 


4^-cHex-l-pipa 


4-AcO-3,5-diF-Ph 


A58 


4-F-Ph 


Mor 


4-AcO-3 5 5-diCl-Ph . 


A59 


3-Cl-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A60 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3 9 5-diCl-Ph 


A61 ' 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A62 


3-F-Ph 


Mor 


4-AcO-3 4 5-diCI-Ph 


A63 


3-F-Ph 


Mor 


2-MeO-4-Pv 


A64 


3-F-Ph 


Mor 


3-F-4-HO-Ph 


•A65 


■ 3-F-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A66 


3-F-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A67 


• 3-F-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A68 


3-Br-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


1 A69 


3-Br-Ph 


Mor 


2-MeO-4-Py 


1 • ' A70 ' 


' 3-Br-Ph 


Mor " 


3-F-4-HO-Ph 


A71 


3-Br-Ph 


4-cHex-l-pipa 1 


4-AcO-3,5-diCl-Ph 


A72 


3-Br-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A73 


3-Br-Ph 


. 4-cHex-l-pipa 


. 3-F-4-HO-Ph' 


A74 


3-Me-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A75 


3-Me-Ph 


Mor 


2-MeO-4-Py 


A76 


3-Me-Ph 


Mor 


3-F-4-HO-Ph 


A77 


3-Me-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A78 


3-Me-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


\ A79 


3-Me-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A80 


3-tBu-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A81 


3-tBu-Ph 


Mor 


2-MeO-4-Pv 


I A82 


3-tBu-Ph 


Mor 


3-F-4-HO-Ph 


A83 


3-tBu-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A84 


3-tBu-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A85 


3-tBu-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


I A86 


3,4-diF-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A87 


3,4-diF-Ph 


Mor 


2-MeO-4-Py 


A88 


3,4-diF-Ph 


Mor 


3-F-4-HO-Ph 


A89 


3,4-diF-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A90 


3,4-diF-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A91 


3,4-diF-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A92 


3-Cl-4-F-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A93 


3-Cl-4-F-Ph 


Mor 


2-MeO-4-Py 


A94 


3-Cl-4-F-Ph 


Mor 


3-F-4-HO-Ph 


A95 


3-Cl-4-F-Ph 


4-cHex-l-DiDa 


4-AcO-l S-HiPl-Ph 



PCT/JP02/00755 



i 



IVn ...... 

r 1/ ^N >-Ar . • , 



No 


R 


n2 t 

K 


• Ar 


1 A96 


3-Cl-4-F-Ph 


A T T 1 * 

4-cHex-l-pipa 


- 2-MeO-4-Py 


A A*"V 

A97 


3-Cl-4-F-Ph 


A T T 1 • 

4-cHex-l-pipa 


3-F-4-HO-Ph 


A98 


3-Cl-Ph 


thiomorpholin-4-yl ■ 


4-AcO-3,5-diCl-Ph 


A99 


3-Cl-Ph 


.i i ii* 4i 
thiomorpholin~4-y] 


2-MeO-4-Py 


A100 


3-Cl-Ph 


,1 • 11* At 

thiomorphohn-4-y] 


3-F-4-HO-Ph 


A101 


4-F-Ph 


. 1 • t 1 * A 1 

thiomorphohn-4-yl 


A A ✓"X /• ■ 1 • 1 T^l 

4-AcO-3,5-diCl-Ph 


A102 


4-F-Ph 


thiomorphohn-4-yl 


2-MeO-4-Py 


A103 


4-F-Ph 


thiomorpholm-4-yl 


3-F-4-HO-Ph 


A -A rf**k At 

A104 


3-Cl-Ph 


l-pipe 


A A y— v o ^ 1 • s*~^ 1 Til 

4-AcO-3,5-diCl-Ph 


A A mm 

A105 


3-Cl~Ph 


1-pipe 


2-MeO-4-Py 


A106 


./***> 4 t\1 

, 3-Cl-Ph 


1-pipe 


1 T"» A 1 Ty~V Til 

3-F-4-HO-Ph 


A107 


4-F-Ph 


1-pipe 


4-AcO-3.5-diCl-Ph 


A108 


4-F-Ph 


1-pipe 


2 L MeO-4-Py 


, ,A109 '. 


, 4-F-Ph 


1 -pipe „ 


3-F-4-HO-Ph 


A J Al 

A110 


3-Cl-Ph 


4-Ph-l-pipa, , 


4-AcO-3,5-diCl-Ph 


M. AAA 

A111 


3-Cl-Ph 


4-Ph-l-pipa 


2-MeO-4-Py 


A1x12 


3-Cl-Ph 


4-Ph-l-pipa 


/*» Y-* y| TTrt .Til 

3-F-4-HO-Ph, 


A113 


4-F-Ph 


4-Ph-l-pipa 


4-AcO-3,5-diCl-Ph 


A114 


4-F-Ph 


4-Ph-l-pipa 


2-MeO-4-Py 


A115 


4-F-Ph 


A TXl "1 * 

4-Ph-l-pipa 


3-F-4-HO-Ph 


A116 


3-Cl-Ph 


4-(2-Py)-l-pipa 


A A /-v /x 1 * / — \ 1 ixl 

4-AcO-3,5-diCl-Ph 


AAA M 

A117 


3-Cl-Ph 


4-(2-Py)-l-pipa 


/X X X x—v j| IX 

2-MeO-4-Py 


A J _J A*% 

A118 


3-Cl-Ph 


4<2-Py)-l-pipa 


1 Tl A TT/> 1X1 

3-F-4-HO-Ph 


All 9 


A T? T>V. 

4-F-Ph 


4-(2-ry)-l-pipa 


A a«/X 1 C Alf1 


A120 


4-F-Ph 


4-(2-Py)-l-pipa 


2-MeO-4-Py 


A121 


4-F-Ph 


4-(2-Py)-l-pipa . 


3-F-4-HO-Ph 


A122 


3-Cl-Ph 


4-nPr-l-pipa 


4-AcO-3,5-diCl-Ph 


A123 


3-Cl-Ph 


4-nPr-l-pipa 


2-MeO-4-Py 


A124 


3-Cl-Ph 


4-nPr-l-pipa 


3-F-4-HO-Ph 


A125 


4-F-Ph 


4-nPr-l-pipa 


4-AcO-3,5-diCl-Ph 


A126 


4-F-Ph 


4-nPr-l-pipa 


2-MeO-4-Py 


A127 


4-F-Ph 


4-nPr-l-pipa 


3-F-4-HO-Ph 


A128 


3-Cl-Ph 


4-MeOCH 2 CH 2 -l-pipa 


4-AcO-3,5-diCl-Ph 


A129 


3-Cl-Ph 


4-MeOCH 2 CH 2 -l-pipa 


2-MeO-4-Py 


A130 


3-Cl-Ph 


4-MeOCH 2 CH 2 -l-pipa 


3-F-4-HO-Ph 


A131 


4-F-Ph 


4-MeOCH 2 CH 2 - 1 -pipa 


4-AcO-3,5-diCl-Ph 


A132 


4-F-Ph 


4-MeOCH 2 CH ? -l-pipa 


2-MeO-4-Py 



WO 027062775 



2 



.Ci u 



36 



WO 02/062775 



PCT/JP02/00755 



R N-s H 

R 1 -^N ^Ar 
O 



37 



Mn 


I ; R 1 


K 


i 

Ar 


A I OO 


A f DU 

4-r-rn . 


4-MeOCH 2 CH 2 -l -pipa 


3-F-4-HO-Ph 


A I o4 




! 4-PhOCH 2 CH 2 - 1 -pipa 


4-AcO'-3,5-diCI-Ph . 


A1 OO 


i pi r>u 


4-PhOCH 2 CH 2 -l-pipa 


2-MeO-4-Py 


AlOO 


j-CJ-rn 


4-PhOCH 2 CH 2 - 1 -pipa 


3-F-4-HO-Ph 


A 1 ^7 
AT Of 


4-r -rrn 


! 4-PhOCH 2 CH 2 - 1 -pipa 


4-AcO-3,5-diCl-Ph 


A 1 OO 


' /I "E 1 DU 


4-PhOCH 2 CH 2 - 1 -pipa 


2-MeO-4-Py 


A -1 on 

a i oy 


4-r-rn 


4-PhOCH 2 CH 2 - 1 -pipa 


3-F-4-HO-Ph 


a a /in 
A14U 


j-Cl-rn 


ATT 1 '•" « 

4-cHex-hornopiperazin-l -yl 


4-AcO-3 ? 5-diCl-Ph 


A A A A 

A14 I 


1 PI T>U 


4-cHex-hornopiperazin- 1 -y] 


2-MeO-4-Py 


A A AO 

A 14Z 


3-Cl-rn 


Alt 1 ' * • •* t 

4-cHex-homopiperazin-l -yl 


3-F-4-HO-Ph 


A i A*i 
A14o 


4-r -rn 


A T T T ■ 1* « i 

4-cHex-homopiperazm- 1 -yl 


4-AcO-3,5-diCl-Ph 


A A A A 

AT 44 


! 4-r -rn 


A TT 1 * » -m * 

4-cHex-nomopiperazin-l-yl 


2-MeO-4-Py. 


A A AC 

AH 40 


/I C til, 

4-r -rn 


4-cHex-homopiperazin- 1 -y 1 


3-F-4-HO-Ph 


A A Ad 

AT 40 


/I PI TJU 

4-Cl-rn 


cHex-l-pipa 


2-MeO-4-Py 


A A A~7 

A 14/ 


4-Me-rn 


cHex-l-pipa 


1 2-MeO-4-Py ' 


A 1 /I Q 

A14o 


4-MeU-Jrn 1 


T T » 

cHex-1-pipa 


2-MeO-4-Py 


A i4y 


4-btU2C-Pn 


cHex-1-pipa 


2-MeO-4 7 Py 


A A CA 

AT OU 


2,4-dir-rn . 


T T -t • 

cHex-l-pipa 


2-MeO-4-Py 


A A RA 

i A 101 




T X ' * • 

cHex-l-pipa 


2-MeO-4-Py 


A*l £D 
A 1 OZ 


3,4-aiCl-rn 


TT 1 • 

cHex-l-pipa 


2-MeO-4-Py 


A A CQ 
A lOO 


j-MeU-rn 


cHex-1-pipa • 


2-MeO-4-Py 


A A RA 
A 1 04 


, 4-r-rn 


4-(3-Py>l-pipa 


2-MeO-4-Py 


A I OO 


4-r-rn 


A /A TV. \ n • 

4-(4-Py)-l-pipa 


2-MeO-4-Py 


A A R£ 
A I 00 


4-r-rn 


>l TT 1 • 

4-nBu-l-pipa 


2-MeO-4-Py 


A157 


4-F-Ph 


•d-Tl I-Tpv- 1 -nir\a 


/-JVieu-4-ry 


A158 


4-F-Ph 


4-Et-l-pipa 


2-MeO-4-Py 


A159 


4-F-Ph 


4-iPr-l-pipa 


2-MeO-4-Py 


A160 


4-F-Ph 


4-cPent-l-pipa 


2-MeO-4-Py 


A161 


4-F-Ph 


4-cHep-l-pipa 


2-MeO-4-Py 


A162 


4-F-Ph 


3-( 1 -pipe)-pyrrolidin- 1 -yl 


2-MeO-4-Py 


A163 


4-F-Ph 


4-cHex-l-pipa 


3-MeO-4-Me-Ph 


A164 


4-F-Ph 


4-cHex-l-pipa 


3-HO-Ph 


A165 


4-F-Ph 


4-cHex-l-pipa 


3-MeO-Ph 


A166 


4-F-Ph 


4-cHex-l-pipa 


3-F-4-Me-Ph 


A 167 


4-F-Ph 


4-cHex-l-pipa 


3-F-4-MeO-Ph 


A168 


4-F-Ph 


4-cHex-l-pipa 


2,5-diF-4-MeO-Ph 


A169 


4-F-Ph 


4-cHex-l-pipa 


2,3-diF-4-MeO-Ph 


A170 


4-F-Ph 


4-cHex-l-pipa 


5-Cl-6-MeO-3-Py 



WO 02/062775 PCT/JP02/00755 



38 



it * cd. gs m 




N 

R 1/ ^ N — Ar 

O 




(I) 



I 



At: teift7/l"*7K -CO-i&0T/V^yK -COO-»T/^/K -OH, 

R 1 : te&TVV'^K -CO-IMT/i^/K -COO-i&jj&T/l'^/K -OH, -0-&B. 

i 

R 2 : -H, -OH, -COOH, -COO-USMTA"*/^ 1 oXti 2 O0||i7/V^/Vt 



-X- : -CH 2 -> -0- v -S-X^~N(R 3 )- 0 



WO 02/062775 PCT/JP02/00755 

39 

n-i l;M3©lt e ] 

» 

♦ 

N-[5-(4- V ? P ^ ^ v ;u t° 7 ^ y -i . ^ /V)-4.(4- 7 ;V * P 7 ^ - /V) 5^ T 

3- * p P -N-[5-(4- * p ^ ^ *>yW fc°^ 7 y _j ^). 4 . (4 . 7 ,1^ D 7 ^ - ' 

■ 

... , 

3,5- h^->-N-(5-t°-<y i?^-l-4M-K°V v?y4-^/Vf 7/-/V.2^ 

4- {[5-(4- ^> ^ P -N=3r i^/V t°-< 7 ^ >--l--f /U)-4- 7 a ~>V^-T 9-;V-2-J JV\ 
5 . nim. 1 . If Jkm 2 % lt^« 3 5g= L < «|f 4 |E*£<£> 2-T i^/UT 5; / ^ 

* 

7. ik/J«|#^J-efc5ff^5(D|SEo 

8 . iL/I^^^^jTfe-5lf^I|5 0g^ 0 



INTERNATIONAL SEARCH REPORT 



Internationa] application No. 

PCT/JP02/00755 



A. CLASSIFICATION OF SUBJEQT MATTER 

Int. CI 7 C07D277/40, 277/46, 417/04, 417/12, A61K31/454, 31/427, 

31/5377*V 31/496, 31/4439, 31/55, 31/4545, A61P7/00, 7/04 . 

According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED ' : 

Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 C07D277/40, 277/46, 417/04, - 417/12, A61K31/454, 31/427,' 
31/5377, 31/496, 31/4439, 31/55, 31/4545, , A61P7/00, 7/04 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAplus ( STN ) , REGI STRY ( STN ) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 

y 



EP 518731 A (SANOFI ELF), 

16 December, 1992 (16.12.92), 

Pages 36 to 37; examples 54 to 56 



St 


AU 


1727992; A 


St 


BR 


920215.6 A . 


& 


CA 


2070526 A 


& 


CS 


'920i693 A , 


& 


CZ 


289003 A ' 


St 


DE 


69226729 A 


& 


ES 


2121575 A 




FI 


.922589 A . 


& 


FR 


2677356 A, 


& 


HK 


1012397 A 


St 


HU 


75870 A 


& 


IE* 


921814 A 


St 


IL 


102004 A 


& 


JP 


5-155871 A 


St 


JP 


3199451 B 


St 


KR 


2223Q9 B 


St 


MX 


9202662 A 


St 


NO 


300135 B 


& 


NZ 


243009 A 


St 


RU 


2059637 A 


St 


ZA 


9203.981 A 









1-5 
6-8 



• ; 1 



fx] Further documents are listed in the continuation of Box C. |~| See patent family annex. 



w a n 



Special categories of cited documents: 
document defining the general state of the ait which is not 
considered to be of particular relevance 
E" earlier document but published on or after the international tiling 
date . 

document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 
"O" document referring to an oral disclosure, use, exhibition or other 
means 

"P" document published prior to the international filing date but later 
than the priority date claimed 

Date of the actual completion of the international search 

23 April, 2002 (23.04.02) 



"T" later document published after the international riling date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of mailing of the international search report 
14 May, 2002 (14.05.02) 



Name and mailing address of the ISA/ 

Japanese Patent Office 
Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



International application No, 

PCT/3P02/00755' 



Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No. 



X 



A 



WO 01/7423 A (Shionogi & Co., Ltd. ) > 

01 February, 2001 (01.02.01), 
Claims; pages 73, 75, N-69; page 123, N-284 
(Family: none) 

t * « 



1-8 



WO <j)l/53267 A 
26vJuly, 2001 
Claims 

( Fa-mi ly: none) 



(Shionogi 
(26.07.01.) 



& Co., Ltd.)-, 



1-8 



EP 432040 A (SANOFI), 

12 June, 1991 (12.06.91) 

Page 23; example 19 

& AU 6777990 A 

& DE 69011059 C 

& FI 905941 A 

& HU 59400 A 

& IL 96577 A , 

& KR 147281 B 

& NO 179584 B 



■1-8 



CA 2031463 A 
ES 2057490 A 
HK 1002030 A 
IE 904310, A 
JP 10-130147 A 
MX 9203027 A 



EP 389699 A (Pfizer Inc.), 
03 October, 1990 (03.10.90), 
Claims , ■■. , 



1-8 



& AU 3107789 A 
& CN 1036572 A 
& HU 54680 A 
\& JP 1-299289 A 
& NO 178068 B 
& PT 89922 A 
& ZA 8901681 A 



CA 1328265 A 
DK 108789'a 
IL. 89481 A - 
KR 9100734 B 
NZ 228247 A 
WO 89/08652 A 



♦ i 



WO 00/35446 A (Smithkline Beecham Co . ) , 

22 June, 2000 (22.06.00), 

Claims 

& US 5804547 A & 
& EP 970177 A & 
& AU 2482300 A & 



1-8 



US 5942486 A 
BR 9807874 A 
EP 1156804 'A 



JP 11-152276 A (Hokuriku Seiyaku Co., Ltd.), 

08 June, 1999 (08 . 06. 99) , 

Claims 

(Family: none) 



1-8 



Form PCT/1SA/210 (continuation of second sheet) (July 1998) 



IRfctilfff* PCT/J, PO 2/0 0 7 5 5 



a, smioR-tzimoim m&fiftfm u p o ) 

. Int. C 1 7 C07D27 7/40, 2 7.7/4-6, 4 1 7/04, 4 1 7/1 2, A61K3 1/4 54, 

3 1/4 2 7, 3 1/5 3 7 7, 3 1/4 9.6, 3 1/4 4 3 9, 3 1/5 5; 3 1/4 54 5, 
A6 1 P 7/0 0, 7/0 4 



B. 



atESrf^ofcft/MKHW. (BKWn^tK' (IPC)) 

Int. C 1 ' C07D2 7 7/ 40, 2 7 7/4 6, ■ 41 7/0 4, 4 17/12, A61K3 1/454, 

3 1/4 2 7, 3 1/5 3 7 7, 3 1/4 9 6, 3 1/4 4 3' 9, . 3, 1 / 5 5, 3 1/4 54 5,' 
A6.I.P 7/0 0, 7/04 ' . .. 



CAp 1 u s (STN) , REGI STRY-(STN) 



C. 



X 

-Y 



■ it • •' ( 



EP 518731 A (SANOFI ELF), 1992.12.16, 

H36-37M #154-56 1 ■<.'.• 

& AU 1727992 A & BR 9202156 A & CA 2070526 A & CS 9201693 A 

&. CZ ,289003 A & DE 69226729 A & ES 2121575. A. & FI. 922589 A 

&\FR 2677356 A & HK 1012397- A & HI) 75870 A & IE 921814 A 

& IL 102004 A & JP 5-155871 A & JP 3199451 B & KR 222309 B ' 

& MX 9202662 A & NO 300135 B & NZ 243009 A & RU 2059637 A 

& ZA 9203981 A 



6-8* 



xm caasrw-*-) 
roj poises*, W8s Bk&mzwRtz*i& 



ryj 4*fcBB5i<o*>*S:iR^*)^x. % S Ail© IS* 



2 3. 0 4.0 2 



g©£ffc&u ? £>-c& 

B*B»B/f ( I SA/J P) 

0 0-8915 
SttCfffft ffl Est/JJ PHT g 4 * 3 % 



*hw**h 14.05.02 



m^tjfwu («©fc5 




4 C 



9444 



03-3581-1101 F*3i& 34 5 1 



«P.CT/ISA/2 10 (12^-i?) (1 9 98^7^) 



it 
pi 



C (get) . Hg-fSfcBfefctiSjtttt 



HKttiH#* PCT/JP02/00755 



Blotto 
# X y — :fc 



X 



PX 



A 



A 



A 



A 



WO 01/7423'A CttAMOSIIM^ffc) . 2001. 02. Dl, 
#BfBf#©*effl, N-69, II123JC N-284- 

WO 01/53267 A mmmmm&£&), 2001. 07, 26, 

♦ » 

« 

EP 432040 A (SANOFI), 1991.16.12, 
fg23JC MIS . 

& AU 6777990 A & CA 2031463 A & DE 69011059 C & ES 2057490A 
6 FI 905941 A ft HK 1002030 A & HU 59400 A ft. IE 904310 A 
& IL 96577 A & JP 10-130147 A & KR 147281 B & MX 9203027 A 
& NO 179584 B 

■ * 

EP 389699 A (PFIZER Inc. ), 1990. lo! 03, 

& AU 3107789 A & CA 1328265 A & CN 1036572 Aft DK 108789 A 
& HU 54680 A & IL 89481, A ft JP 1-299289 A & KR 9100734 B 
k NO 178068 B ft NZ 228247 A ft PT 89922 A & W0 89/08652 A ■ 
& ZA 8901681 A , < 



WO 00/35446 A (SMITHKLINE BEECHAM Co. ) , 2000! 06. 22, ' 

& US 5804547 A & US 5942486 A & EP 970177 A & BR 9807874 A 
ft AU 2482300 A & EP. 1156804 A ' 

JP 11-152276 A <&mmH&£&), 1999.. 06. 08 ■ 



iSPCT/ISA/2 10 <*2-t-5>©«#) (1 9 9 8^7^) 



1-8 



1-8 



1-8 



1-8 



I I'M 



1-8 



8 



